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	M.D., Ph.D.
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	Medicine

	Heinrich-Heine-University, Düsseldorf, Germany
	Resident
	08/1999
	Pediatrics
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	Postdoc.
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A.	Personal Statement

As a postdoctoral fellow, I carried out research in graft-versus-host and graft-versus-leukemia effects and on leukemogenesis of acute myeloid. In addition, I have gained experience in murine and human leukemia models used to understand drug resistance of leukemia. My career was disrupted due to family obligations (08/04-08/06). Upon return, I have a demonstrated record of accomplished and productive research projects in an area of high relevance for drug resistance of leukemia. My lab works on the microenvironment of drug resistance of leukemia and is interested particularly in understanding the role of integrins a central adhesion molecules in drug resistance of leukemia. As a second focus my lab works on understanding survivin-associated apoptosis and wnt-regulated self-renewal of ALL. We have also developed a cell bank of primary ALL and AML and have developed expertise in preclinical drug evaluation using our xenograft model of ALL and AML. Recently, we have now included a xenograft model for CAR T cell relapse and included relapse ALL samples post-CAR T cell therapy. In summary, I have successfully administered the projects and collaborated with other researchers productively as reflected by our peer-reviewed publications.

1. Yu, M., Gang, E.J., Parameswaran, R., Stoddart, S., Fei, F., Schmidhuber, S., Park, E., Hsieh, Y.T., Yang, A.S., Groffen, J., Heisterkamp, N. & Kim, Y.M. (2011). AMD3100 sensitizes acute lymphoblastic leukemia cells to chemotherapy in vivo. Blood Cancer J, 1, e14. PMCID: PMC3255243
2. Duy, C., Hurtz, C., Shojaee, S., Cerchietti, L., Geng, H., Swaminathan, S., Klemm, L., Kweon, S.M., Nahar, R., Braig, M., Park, E., Kim, Y.M., Hofmann, W.K., Herzog, S., Jumaa, H., Koeffler, H.P., Yu, J.J., Heisterkamp, N., Graeber, T.G., Wu, H., Ye, B.H., Melnick, A. & Muschen, M. (2011). BCL6 enables Ph+ acute lymphoblastic leukaemia cells to survive BCR-ABL1 kinase inhibition. Nature, 473, 384-388. PMCID: PMC3597744
3. Behan, J.W., Ehsanipour, E.A., Sheng, X., Pramanik, R., Wang, X., Hsieh, Y.T., Kim, Y.M. & Mittelman, S.D. (2013). Activation of adipose tissue macrophages in obese mice does not require lymphocytes. Obesity (Silver Spring), 21, 1380-1388. PMCID: PMC3742678

B.	Positions and Honors

Positions and Employment
1997-1999	Intern and Resident, Heinrich-Heine-University, Children’s Hospital, Düsseldorf, Germany
1999-2002	Fellow, Transplantation Biology Research Center, Massachusetts General Hospital, Boston, MA
2003-2004	Fellow, Harvard University, Dana Farber Cancer Institute, Boston, MA
2006-2014	Assistant Professor, Division of Hematology-Oncology, Departments of Pediatrics and Pathology, Children’s Hospital Los Angeles and Keck School of Medicine USC, Los Angeles, CA
2014-	Associate Professor (with tenure), Division of Hematology-Oncology, Departments of Pediatrics, and Pathology, Children’s Hospital Los Angeles and Keck School of Medicine USC, Los Angeles, CA

Other Experience and Professional Memberships
2007-	Member, American Association for Cancer Research
2007-	Member, American Society of Hematology

Honors
2007	Research Career Development Award (RCDA), Saban Research Institute
2011	St. Baldrick’s Scholar Award
2012	Hyundai Hope on Wheels Scholar Award

C.	Contributions to Science

1. We have identified integrin alpha4 as a central molecule in adhesion-mediated drug resistance. Cell-adhesion mediated drug resistance is known to contribute to relapse of leukemia. It remains unkown which adhesion molecules are important for CAM-DR and how this knowledge can be translated to clinical trials. The adhesion protein integrin alpha4 (alpha4) regulates engraftment of normal hematopoietic progenitors in the bone marrow and engraftment of ALL cells. Formal studies of the role of alpha4 as a potential therapeutic target in ALL have not been performed. We evaluated interference with integrin alpha4-mediated stromal adhesion as a new acute lymphoblastic leukemia treatment. Integrin alpha4-blockade using Natalizumab in combination with chemotherapy sensitizes pre-B acute lymphoblastic leukemia to chemotherapy.
a. Hsieh, Y.T., Gang, E.J., Geng, H., Park, E., Huantes, S., Chudziak, D., Dauber, K., Schaefer, P., Scharman, C., Shimada, H., Shojaee, S., Klemm, L., Parameswaran, R., Loh, M., Kang, E.S., Koo, H.H., Hofmann, W.K., Andrade, J., Crooks, G.M., Willman, C.L., Muschen, M., Papayannopoulou, T., Heisterkamp, N., Bonig, H. & Kim, Y.M. (2013). Integrin alpha4 blockade sensitizes drug resistant pre-B acute lymphoblastic leukemia to chemotherapy. Blood, 121, 1814-1818. PMCID: PMC3591800
b. Hsieh, Y.T., Gang, E.J., Shishido, S.N., Kim, H.N., Pham, J., Khazal, S., Osborne, A., Esguerra, Z.A., Kwok, E., Jang, J., Bonig, H., Biediger, R.J., Vanderslice, P. & Kim, Y.M. (2014). Effects of the small-molecule inhibitor of integrin alpha4, TBC3486, on pre-B-ALL cells. Leukemia, 28, 2101-2104. PMCID: PMC4190402
c. Shishido, S., Bonig, H. & Kim, Y.M. (2014). Role of integrin alpha4 in drug resistance of leukemia. Front Oncol, 4, 99. PMCID: PMC4033044

2. We have determined the critical role of BIRC5/survivin in drug resistance of ALL. Relapse of drug-resistant acute lymphoblastic leukemia (ALL) has been associated with increased expression of survivin/BIRC5, an inhibitor of apoptosis protein, suggesting a survival advantage for ALL cells. Our findings show the importance of survivin expression in drug resistance and demonstrate that survivin inhibition may represent a powerful approach to overcome drug resistance and prevent relapse in patients with ALL.
a. Park, E., Gang, E.J., Hsieh, Y.T., Schaefer, P., Chae, S., Klemm, L., Huantes, S., Loh, M., Conway, E.M., Kang, E.S., Hoe Koo, H., Hofmann, W.K., Heisterkamp, N., Pelus, L., Keerthivasan, G., Crispino, J., Kahn, M., Muschen, M. & Kim, Y.M. (2011). Targeting survivin overcomes drug resistance in acute lymphoblastic leukemia. Blood, 118, 2191-2199. PMCID: PMC3162353

3. We have shown that Wnt/catenin signaling plays a role in self-renewal and drug resistance in ALL. Deregulated Wnt signaling is evident in chronic and acute myeloid leukemia, however little is known about acute lymphoblastic leukemia. ICG-001 is a novel small molecule modulator of Wnt/catenin signaling. We have demonstrated that selective disruption of the CBP/ catenin interactions using ICG-001 downregulates indirectly survivin and sensitizes ALL cells to chemotherapy.
a. Kim, Y.M., Ma, H., Oehler, V.G., Gang, E.J., Nguyen, C., Masiello, D., Liu, H., Zhao, Y., Radich, J. & Kahn, M. (2011). The gamma catenin/CBP complex maintains survivin transcription in beta-catenin deficient/depleted cancer cells. Curr Cancer Drug Targets, 11, 213-225. PMCID: N/A
b. Gang, E.J., Hsieh, Y.T., Pham, J., Zhao, Y., Nguyen, C., Huantes, S., Park, E., Naing, K., Klemm, L., Swaminathan, S., Conway, E.M., Pelus, L.M., Crispino, J., Mullighan, C.G., McMillan, M., Muschen, M., Kahn, M. & Kim, Y.M. (2014). Small-molecule inhibition of CBP/catenin interactions eliminates drug-resistant clones in acute lymphoblastic leukemia. Oncogene, 33, 2169-2178. PMCID: PMC3994178
c. Ring, A., Kim, Y.M. & Kahn, M. (2014). Wnt/catenin signaling in adult stem cell physiology and disease. Stem Cell Rev, 10, 512-525. PMCID: PMC4294579
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D.	Research Support

Ongoing Research Support
R01 CA172896	Kim (PI)	08/01/13-08/31/23
Understanding the Niche of Minimal Residual Disease Leukemia Cells
The goal of this project is to investigate bone marrow and leukemia interactions to overcome drug resistance and focus on validating preclinical targeting integrin-mediated adhesion as a new adjuvant therapy in ALL.
Role: PI

R01 CA201444	Mittelman (PI)	07/15/16-06/30/21
Adipocytes are Important Players in the Acute Lymphoblastic Leukemia Microenvironment
The goal of this project is to investigate the role of adipocytes in bone marrow in ALL outcome.
Role: Co-Investigator

	Kim (PI)	10/01/16-09/30/19
Leukemia & Lymphoma Society
Overcoming Drug Resistance in Leukemia Using a Novel Integrin Alpha4 Inhibitor, AVA-4746
The goal of this project is to evaluate integrin alpha 4 inhibition in ALL.
Role: PI

	Kim (PI)	09/01/18-08/30/20
Alexis Lemonade Foundation
Physical Properties of Drug Resistant Leukemia Cells
The goal of this project is to explore physical properties of drug resistant ALL cells.
Role: PI

[bookmark: _GoBack]	Stallcup (PI)	01/01/19-12/30/19
Margaret Early Foundation
Epigenetic Inhibitors to Enhance Glucocorticoid Sensitivity in Leukemia
The goal of this project is to test epigenetic inhibitors to enhance glucocorticoid sensitivity in ALL.
Role: Co-PI

Completed Research Support
R01 CA139060	Mittelman (PI)	07/01/09-06/30/14
Investigating the Role of Adipocytes on Leukemia Relapse
The goal of this project was to investigate the mechanisms whereby obesity and adipocytes impair chemotherapy.
Role: Co-Investigator


	Kim (PI)	07/01/11-06/30/16
St. Baldrick’s Scholar Award
Role of CD49d in Chemoresistant Leukemia
The goal of the project was to dislodge chemo-resistant cells from the protective bone marrow making them vulnerable to chemotherapy.
Role: PI

	Kim (PI)	09/01/12-08/30/14
Hyundai Hope on Wheels
Role of Integrins in Chemoresistant Leukemia
The goal of this project was to test whether targeting proteins to detach ALL cells from their binding sites in the bone marrow can cure leukemia.
Role: PI

	Heisterkamp (PI)	10/31/12-09/30/15
V-Foundation
Improving Treatment Outcome in Leukemia by Disruption of Bone Marrow-leukemia Interactions Relevant to Minimal Residual Disease
The goal of this project was to investigate ways of killing leukemia cells more efficiently by interfering with the help and support they receive in the bone marrow from stromal cells which include adipocytes.
Role: Co-PI
